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GI 




AB Title compds. [I; Z = C:NOR22, C (R24 ) [N (OR22 ) ( YR23 ) ] ; X = bond, alkylene, 
alkenylene ; R21, R22, R23 = H, (substituted) alkyl, alkenyl, aryl, 
aralkenyl, aryl, heteroaryl, etc.; R24 = H, alkyl, Ph; Ra, Rb = H, halo, 
alkyl, alkenyl, alkoxy, alkylthio, amino; RaRb = atoms to form a fused 
(substituted) cyclohexene, tetrahydropyridine ring; Rl = H, noninterf ering 
substituent; with provisos], were prepared for treatment of cancer and viral 
infection (no data). Thus, 2-chloromethyl-l- ( 2-methylpropyl ) -1H- 
imidazo [ 4 , 5-c ] quinolin-4-amine (preparation given), N, O-dimethylhydroxylamine 
hydrochloride, and Et3N were heated together in DMF for 3 days at 
50° to give 1- ( 2-methylpropyl ) -2- [ [methoxy (methyl ) amino ] methyl ] -1H- 
imidazo [ 4 , 5-c ] quinolin-4-amine trif luoroacetate . 

AN 2006:817875 CAPLUS 

DN 145:230631 

TI Preparation of oxime and hydroxylamine substituted (fused) 

imidazopyridines as cytokine biosynthesis inducers. 
IN Kshirsagar, Tushar A.; Lundquist, Gregory D., Jr.; Dellaria, Joseph F., 

Jr.; Radmer, Matthew R.; Zimmermann, Bernhard M. 
PA 3M Innovative Properties Company, USA 
SO PCT Int. Appl., 165pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 2 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI WO 2006086634 A2 20060817 WO 2006-US4737 20060210 

WO 2006086634 A3 20070809 
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IT 1026038-50-5 

RL: PRPH (Prophetic) 

(Preparation of oxime and hydroxylamine substituted (fused) 
imidazopyridines as cytokine biosynthesis inducers.) 
RN 1026038-50-5 CAPLUS 

CN lH-Imidazo [ 4 , 5-c ] quinoline-l-ethanol , 

4-amino-2- [ (hydroxyamino) methyl ] -a, a-dimethyl- (CA INDEX 
NAME) 
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AB Title compels. [I; Z = -C(:N-OR2)- or CH-N (OR2 ) ( YR3 ) ; X = CHR9 , - 

CH(R9)-alk(en)ylene-, etc.; R9 = H, alkyl; Rl = H, (un) substituted alkyl, 
alkylene/hetero/aryl , etc.; R2, R3 = independently H, (un) substituted 
alk(en)yl, hetero/aryl, hetero/arylalkylenyl, etc.; Y = a bond, C:0, C:S, 
S02, etc.; RA, RB = independently H, halo, alk(en)yl, etc.; RACCRB = 
(un) substituted fused hetero/aryl, fused 5-7-membered saturated ring], were 
prepared as immunomodulators for inducing cytokine biosynthesis in animals 
and in the treatment of diseases including viral and neoplastic diseases. 
For example, reacting 5- [ 4-Amino-2- (ethoxymethyl ) -lH-imidazo [ 4 , 5- 
c ] quinolin-l-yl ] pentan-2-one with NH20H»HC1 in the presence of 
NaBH3CN/AcOH/EtOH, and substitution with mesyl anhydride gave 
imidazoquinoline II (m.p. = 146-148°). Certain I may modulate 
cytokine biosynthesis by inhibiting production of tumor necrosis factor 
TNF-a when tested in mouse cells (no data) . 

AN 2005:493478 CAPLUS 

DN 143:43875 

TI Preparation of hydroxylamine and oxime substituted imidazoquinolines , 
imidazopyridines , and imidazonaphthyridines as inducers of cytokine 
biosynthesis for treatment of viral and neoplastic diseases 

IN Krepski, Larry R.; Dellaria, Joseph F., Jr.; Duffy, Daniel E.; Amos, David 
T.; Zimmermann, Bernhard M. ; Squire, David J.; Marszalek, Gregory J.; 
Heppner, Philip D.; Kshirsagar, Tushar A. 

PA 3M Innovative Properties Company, USA 

SO PCT Int. Appl., 305 pp. 
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CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 2 

PATENT NO. KIND DATE APPLICATION NO. DATE 
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OS CASREACT 143:43875; MARPAT 143:43875 

IT 1045154-07-1 

RL: PRPH (Prophetic) 

(Preparation of hydroxylamine and oxirae substituted imidazoquinolines , 
imidazopyridines , and imidazonaphthyridines as inducers of cytokine 
biosynthesis for treatment of viral and neoplastic diseases) 

RN 1045154-07-1 CAPLUS 

CN 2-Pentanone, 5- [ 4 -amino- 2 -propyl- 7- ( 4-pyridinyl ) -lH-imidazo [4, 5-c] quinolin- 
1-yl]-, O-methyloxime (CA INDEX NAME) 
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RE.CNT 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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NH 2 




AB Title compds . [I; X = alkylene optionally interrupted by one or more -0-; 
Z = C:0, - C(:0)0-, -C(OR3)2-; Rl = H, (un) substituted alkyl, 
alkylene/aryl , alkylene/heteroaryl ; Q = O, S; R3 = (un) substituted alkyl, 
alkylene/aryl , alkylene/heteroaryl; R2 = H, (un) substituted alk ( en/yn ) yl , 
hetero/aryl, alkylenealkyl , etc.; RA, RB = independently H, halo, 
alk(en)yl, alkoxy, alkylthio, NH2 and derivs.; or RACCRB = (un) substituted 
fused aryl ring or fused 5-7-membered saturated ring; and their 
pharmaceutically acceptable salts], were prepared as immunomodulators for 
inducing cytokine biosynthesis in animals and in the treatment of diseases 
including viral and neoplastic diseases. For example, II was prepared by 
reacting 4- ( 2-Butyl-lH-imidazo [ 4 , 5-c] quinolin-l-yl ) but yr aldehyde (preparation 
given) with MeMgBr, followed by oxidation, reductive amination of the ketone, 
oxidation with m-CPBA/reaction with NH40H. I have been found to induce 
cytokine biosynthesis by inhibiting production of tumor necrosis factor 
TNF-a when tested on an in vitro human blood cell system (no data) . 

AN 2005:490270 CAPLUS 

DN 143:26611 

TI Preparation of oxime substituted imidazo-containing compounds, 

particularly imidazoquinolines , as inducers of cytokine biosynthesis for 
treatment of viral and neoplastic diseases 

IN Krepski, Larry R.; Dellaria, Joseph F., Jr.; Duffy, Daniel E.; Radmer, 
Matthew R.; Amos, David T. 

PA 3M Innovative Properties Company, USA 

SO PCT Int. Appl., 200 pp. 
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CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 2 

PATENT NO. KIND DATE APPLICATION NO. DATE 
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P 




20040616 
















WO 


2004-US39512 




W 




20041124 

















OS CASREACT 143:26611; MARPAT 143:26611 

IT 845638-60-0P, 4- ( 4-Amino-2-propyl-lH-imidazo [4, 5-c] quinolin-l-yl) - 
N-methoxy-N-methylbutyr amide 

RL : PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(drug candidate; preparation of oxime substituted imidazoquinolines as 
inducers of cytokine biosynthesis for treatment of viral and neoplastic 
disease ) 
RN 845638-60-0 CAPLUS 

CN lH-Imidazo [ 4 , 5-c ] quinoline-l-butanamide, 

4-amino-N-methoxy-N-methyl-2-propyl- (CA INDEX NAME) 
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RE.CNT 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L4 ANSWER 4 OF 11 CAPLUS COPYRIGHT 2009 ACS on STN 
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NH 2 




I 



AB Title compds . I [X = alkylene, alkenylene; Rl and R2 independently = H, 
halo, alkoxy, etc. or Rl and R2 together = (un) substituted fused-aryl or 
-heteroaryl ring, fused 5 to 7-merabered (un) substituted-saturated ring 
optionally containing one heteroatom (N or S) ; R3 = H or non-interfering 
substituents ; R4 = (un) substituted amine, heterocycle containing at least one 
nitrogen atom and optionally sulfur] and their pharmaceutically acceptable 
salts, are prepared and disclosed as antitumor and antiviral agents. Thus, 
e.g., II was prepared by cyclization of 

N4- ( 2-methylpropyl ) quinoline-3 , 4-diamine with chloroacetyl chloride to the 
resp. imidazolyl quinoline intermediate, which was aminated to give 
2-chloromethyl-l- ( 2-methylpropyl ) -lH-imidazo [ 4 , 5-c ] quinolin-4-amine (III) . 
Ill was then reacted with N-hydroxyphthalimide to provide the 
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N-phthalimide protected hydroxylamine derivative which is deprotected using 
hydrazine and then converted into its HC1 salt. The ability of I to 
induce cytokine biosynthesis was evaluated and selected compds . of the 
invention may display inhibition of tumor necrosis factor a 
(TNF-a) (no data given) . I as inhibitor of tumor necrosis factor 
a should prove useful in the treatment of neoplastic and viral 
diseases . 

AN 2005:470254 CAPLUS 

DN 143:26605 

TI Preparation of imidazolyl hydroxylamine derivatives as antitumor and 
antiviral agents 

IN Kshirsagar, Tushar A.; Lundquist, Gregory D., Jr.; Amos, David T . ; 

Dellaria, Joseph F., Jr.; Zimmermann, Bernhard M. ; Heppner, Philip D. 
PA 3M Innovative Properties Company, USA 
SO PCT Int. Appl., 23 0 pp. 
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antiviral agents) 
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CN Acet amide, N- [ [ 4 -amino- 1- ( 2-hydroxy-2-methylpropyl ) -lH-imidazo [4,5- 
c] quinolin-2-yl] methoxy] - (CA INDEX NAME) 
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NH 2 




AB Title compds . [I; X = alk ( en ) ylene; RA, RB = independently H, halo, 

alk(en)yl, alkoxy, alkylthio, NH2 and derivs.; RACH-CHRB = (un) substituted 
fused hetero/aryl ring; RACH-CHRB = (un) substituted fused 5-7-membered 
saturated ring; R2, R'' = independently H, (un) substituted alk(en)yl, 
hetero/aryl, hetero/arylalkylenyl, heterocyclylalkylenyl ; or R2CR'' = 
(un) substituted 4-9-membered ring; R' = H, non-interfering substituent ] , 
were prepared as immunomodulators for inducing cytokine biosynthesis in 
animals and in the treatment of diseases including viral and neoplastic 
diseases. A 5-step synthesis for II is given. I may modulate cytokine 
biosynthesis by inhibiting production of tumor necrosis factor TNF-a 
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when tested in mouse cells (no data) . 
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RL: PRPH (Prophetic) 

(Preparation of oxime substituted imidazo-containing compounds as 
inducers of cytokine biosynthesis for treatment of viral and neoplastic 
disease ) 

RN 1044959-53-6 CAPLUS 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compels. [I; X = CHR2, CHR2A; A = (un) substituted alkylene, 

alkenylene; Y = a bond, C(:0), C(:S), S02, COO, CONH and derivs., etc.; 
Rl, R' = independently H, (un) substituted alk(en)yl, aryl, etc.; RA, RB = 
independently H, halo, alk(en)yl, alkoxy, alkylthio, NH2 and derivs.; or 
RACCRB = (un) substituted fused hetero/aryl, fused 5- to 7-membered saturated 
ring; R'' = H, non-interfering substituent; and their pharmaceutically 
acceptable salts], were prepared as immunomodulator s for inducing cytokine 
biosynthesis in animals and in the treatment of diseases including viral 
and neoplastic diseases. For example, reacting 

1- [ 3- ( aminooxy ) propyl ] -2 -propyl- IH-imidazo [ 4 , 5-c ] quinolin-4-amine (preparation 
given) with cyclopropanecarbonyl chloride gave title compound II (m.p. = 
103-105°). Thus, induced interferon and tumor necrosis factor in 
human cells (no data) . 

AN 2005:177837 CAPLUS 

DN 142:280205 

TI Preparation of hydroxylamine substituted imidazo-containing compounds as 
inducers of cytokine biosynthesis for treatment of viral and neoplastic 
disease 

IN Kshirsagar, Tushar A.; Amos, David T.; Dellaria, Joseph F., Jr.; Heppner, 

Philip D.; Langer, Scott E . ; Zimmermann, Bernhard M. 
PA 3M Innovative Properties Company, USA 
SO PCT Int. Appl., 254 pp. 
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(Preparation of hydroxylamine substituted imidazo-containing compounds 
as inducers of cytokine biosynthesis for treatment of viral and 
neoplastic disease) 

1044643-63-1 CAPLUS 

Cyclopropanecarboxamide, N- [ 4- [ 4-amino-2- ( ethoxymethyl ) -6 , 7 , 8 , 9-tetrahydro- 
lH-imidazo [4, 5-c] quinolin-l-yl] butoxy] - (CA INDEX NAME) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds . [I; X = CHR2A; A = alkylene, alkenylene optionally 

interrupted by one or more O; Rl, R' = independently H, (un) substituted 
alk(en)yl, hetero/aryl, hetero/arylalkylenyl, heterocyclyl , 
heterocyclylalkylenyl , etc.; RA, RB = independently H, halo, alk(en)yl, 
alkoxy, alkylthio, NH2 and derivs.; or RACCRB = (un) substituted fused 
hetero/aryl, fused 5- to 7-membered saturated ring; R' 1 = H, non-interfering 
substituent; and their pharmaceutically acceptable salts], were prepared as 
immunomodulators for inducing cytokine biosynthesis in animals and in the 
treatment of diseases including viral and neoplastic diseases. Thus, 
reacting 4-f luorobenzaldehyde with 

1- [ 3- ( aminooxy ) propyl ] -2-propyl-lH-imidazo [ 4 , 5-c ] quinolin-4-amine (preparation 
given) in MeOH gave oxime II. I induced interferon and tumor necrosis 
factor in human cells (no data) . 

AN 2005:177833 CAPLUS 
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TI Preparation of oxime substituted imidazo-containing compounds as inducers 
of cytokine biosynthesis for treatment of viral and neoplastic disease 
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Philip D.; Langer, Scott E.; Zimmermann, Bernhard M. 

PA 3M Innovative Properties Company, USA 

SO PCT Int. Appl., 348 pp. 
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RL: PRPH (Prophetic) 

(Preparation of oxime substituted imidazo-containing compounds as 
inducers of cytokine biosynthesis for treatment of viral and neoplastic 
disease) 

RN 1044345-61-0 CAPLUS 

CN 2-Pentanone, O- [ 2- [ 2- ( 4-amino-lH-imidazo [ 4 , 5-c ] quinolin-1- 
yl) ethoxy] ethyl] oxime, (2E)- (CA INDEX NAME) 



Double bond geometry as shown. 
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AB Pharmaceutical formulations in an aqueous (preferably, sprayable) formulation 
including an immune response modifier (IRM), such as those chosen from 
imidazoquinoline amines, tetrahydroimidazoquinoline amines, 
imidazopyridine amines, 6,7-fused cycloalkylimidazopyridine amines, 
1,2-bridged imidazoquinoline amines, imidazonaphthyridine amines, 
imidazotetrahydronaphthyridine amines, oxazoloquinoline amines, 
thiazoloquinoline amines, oxazolopyridine amines, thiazolopyridine amines, 
oxazolonaphthyridine amines, thiazolonaphthyridine amines, and lH-imidazo 
dimers fused to pyridine amines, quinoline amines, tetrahydroquinoline 
amines, naphthyridine amines, or tetrahydronaphthyridine amines, are 
provided. In one embodiment, the aqueous formulations are advantageous for 
treatment and/or prevention of allergic rhinitis, viral infections, 
sinusitis, and asthma. For example, 

N- [ 2- [ 4 -amino- 2- ( ethoxymethyl ) -lH-imidazo [4, 5-c] quinolin-l-yl] -1, 1- 
dimethylethyl ] methanesulf onamide (IRM 1) was prepared as a 0.375% aqueous 
solution 

capable of being nasally administered via a spray pump. The solution 
contained IRM 1 0.375%, CM-cellulose sodium 0.1%, benzalkonium chloride 
0.02%, disodium EDTA 0.1%, L-lactic acid 1.53%, PEG 400 15%, IN NaOH as 
needed for pH 4.0, and water to 100%. The IRM 1 solution (50 yih) 
administered to rats once 4 h before infection with humanized, non-lethal 
influenza virus, almost completely suppressed the virus, titer. 
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Methods of eliciting a toll-like receptor 8 (TLR8 ) -mediated cellular 
response are disclosed. Such methods include administration of either a 
TLR8 agonist or a TLR8 antagonist to an IRM (immune response 
modifier ) -responsive cell so that the IRM compound affects at least one 
TLR8-mediate cellular signaling pathway. In some cases, the method may 
provide prophylactic or therapeutic treatment for a condition treatable by 
modulating a TLR8-mediated cellular pathway. 
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AB Title compds. I (R = alkyl, alkoxy, OH, CF3; n = 0, 1; Rl, R2 = H, 
non-interfering substituent ; R3 = ArZ, aminosulf onylaryl , 
aminocarbonylaryl , etc.; Ar = aryl, heteroaryl; Z = bond, alkylene, 
alkenylene, alkynylene) which are immunomodulators , inducing cytokines 
biosynthesis, and inhibiting tumor necrosis factors biosynthesis, are 
prepared For example, 2-butyl-l-isobutyl-7- ( thiophen-3-yl ) -lH-imidazo [ 4 , 5- 
c ] quinolin-4-amine was prepared in a multi-step synthesis starting from 
3-bromoaniline, tri-Et orthof ormate, and Meldrum's acid. I are useful in 
the treatment of viral and neoplastic diseases. 
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OS MARPAT 141:123628 
IT 723264-71-9P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(preparation of imidazoquinoline derivs. as immunomodulators for treatment 
of viral and antineoplastic diseases) 
RN 723264-71-9 CAPLUS 

CN Ben z amide, 3- [ 4 -amino- 2- ( ethoxymethyl ) -1- ( 2-hydroxy-2-methylpropyl ) -1H- 
imidazo [4, 5-c] quinolin-7-yl ] -N-methoxy-N-methyl- (CA INDEX NAME) 
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AB The compds. I [Rl = OR7, S02NR8R9, CONHR8R9, NR10R11, CR12:NOH, OH, cyano; 
R2, R3 = H, lower alkyl; R4 = H, Cl-10 linear or branched alkyl which may 
be substituted with >1 OH, lower alkyl, cycloalkyl, halo; R5 = H, 
lower alkyl; R6 = H, lower alkyl, lower alkoxy, halo; R7 = OH, lower 
alkyl, lower alkoxy; R8, R9 = H, lower alkyl; R10 = H, lower alkyl, 
benzyl; Rll = H, lower alkyl, benzyl, lower alkanesulf onyl , lower 
alkanoyl, (un) substituted carbamoyl, (un) substituted thiocarbamoyl , 
(un) substituted benzenesulf onyl ; R12 = H, lower alkyl; m = 0, 1; n = 1-3; 
X = Cl-3 alkylene, CH:CH; Y = S, CH:CH; dotted line represents an optional 
bond] or their pharmacol . acceptable salts are claimed. I induce 
synthesis of interferons and are useful as antiviral agents and anticancer 
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agents. Human PBMCs were incubated with 0.10 (xg/mL 
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anticancer and antiviral drugs) 
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